. The effect of CPG15 KO is specific to PSD95+ spines. Related to Figure 2 (A) Density comparison of different synapse classes in wild type (WT; n = 14) and Cpg15 KO (n=11) mice, shows a reduction in total spine numbers that can be entirely accounted for by a reduction in PSD95+ spines. Other spine types are unaffected by CPG15 loss. *** P<0.001 by unpaired t test. DIS -Dually innervated spines. (B -C) Gain and loss of PSD95+ spines is reduced in Cpg15 KO as compared to WT mice, but PSD95 negative spines, and inhibitory synapse dynamics are unaffected (n = 8 mice each for WT and Cpg15 KO for 1 day (any two sessions separated by 24 hours) and 6 day (day 1-7) intervals; and n = 6 mice each for WT and Cpg15 KO for 13 day (day 1-14) interval). Data are represented as mean ± s.e.m. *P<0.05, *** P<0.001 by unpaired t test. Since inducible Cre is active only for a limited time following 4-OHT administration, we tested whether its expression is sufficient for inducing recombination from a Cre dependent plasmid in vivo (rather than from a genomic locus as shown in Supplementary Figure 2) . (A) WT mice were electroporated with Flp-dependent eYFP and PSD95-Teal constructs along with ErT2-Cre-ErT2 (OHT-Cre) and a Cre-dependent TdTomato plasmid. (B) Approximately three weeks after pups were born, vehicle or 4-OHT was injected intraperitoneally. Pups were perfused four days later, and fixed brains were sectioned and immunostained with an anti-dsRed antibody. TdTomato expression (augmented with Alexa Fluor-555) can be seen in eYFP expressing neurons only in 4-OHT injected (bottom) but not vehicle injected (top) mice confirming the inducibility of plasmid borne Cre. Images are displayed as merged channel (left), TdTomato channel (middle) and eYFP channels (right). Scale bar: 20 μm. 
